In a previous study, we evaluated the safety of biological drugs in the treatment of moderate to severe psoriasis [1] and we found a quite favourable profile for these agents (adalimumab, ustekinumab and etanercept). More recently, a systematic review [2] has found an increase in the incidence of serious infections in patients with rheumatoid arthritis treated with biological agents. To re-evaluate this issue, we carried out an updated analysis (Analysis 1) in which we included the data of the most recently approved agent for this indication (i.e. secukinumab). Furthermore, we performed a Bayesian meta-regression analysis (Analysis 2; temporal trend analysis) to investigate whether the incidence of infections has undergone any changes from 2000 to 2015.
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Our updated literature search, based on PubMed, covered the previous 15 years and included only randomized controlled trials (see also Fig. S1 in the Supplementary Material and the PRISMA schematic of our search). In comparison with the search carried out for our previous study, the main difference was that secukinumab was also included among the agents evaluated for safety. In Analysis 1, we employed the same Bayesian network meta-analysis [3] [4] [5] as in our previous report, but the outcome measure was the odds ratio (rather than the risk difference) because in this way our results were comparable to those published by Singh et al. [2] . In Analysis 2, we employed a metaregression model based on the same Bayesian approach [6] , in which the covariate (calendar year) was handled as a continuous variable. All the Bayesian models adopted for our analyses [3] [4] [5] [6] have been developed by the National Institute for Health and Care Excellence Support Unit (UK) and are available as a fixed-effects model and a randomeffects model. In both analyses, we employed the randomeffects model (which is more conservative) because we anticipated the presence of heterogeneity. All statistical calculations were performed using the software package WinBUGS 1.4.3 (Cambridge, UK).
Our literature search extracted a total of 121 eligible citations. We excluded 95 citations on the basis of the abstract or the title. We then examined the full text of the remaining 26 articles and we finally selected a total of 13 randomized controlled trials that met our inclusion criteria. Of these 13 studies, two evaluated adalimumab, five ustekinumab (45 and 90 mg), four low-and high-dose etanercept and two secukinumab (150 and 300 mg). All of these trials adopted a double-blind design and analysed the safety of these treatments in terms of any infectious adverse event. Table 1 illustrates the raw data of infection incidence, extracted from these 13 trials. Figure 1 shows the results of Analysis 1 focused on the incidence of any infectious adverse event. The analysis generated seven direct comparisons between an active agent (adalimumab, ustekinumab 45 mg, ustekinumab 90 mg, high-dose etanercept, low-dose etanercept, secukinumab 150 mg or secukinumab 300 mg) and placebo and 17 indirect comparisons between the active agents in all In conclusion, our results provided a synthesis of the information currently available from randomized trials concerning the risk of infections attributable to biological agents in patients with moderate to severe psoriasis. All biological agents currently approved in Europe were tested. Interestingly enough, while in their study on rheumatoid arthritis Singh et al. [2] found a significantly increased risk of infections in the direct comparisons between biological Table S1 in the Supplementary Material provides the full bibliographic details of the 13 trials included in our analysis agents and controls, our results from patients with psoriasis did not suggest any such conclusion.
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